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structures of the human CD 4 protein potentially involved in T cell 
activation. Linear and cyclic peptides derived from the FG and OC- loops 
of the membrane proximal fourth domain of CD4 displayed inhibitory 
activities in a CD4 -dependent immunological assay. These results suggest 
that the fourth domain of CD4 plays an important role in T cell 
activation. In addition, we report the synthesis of a highly stable CD4 
peptide Snalog cyclized by the formation of an amide bond between amino 
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strategy of main chain cyclization of CD4 peptides may represent a 
promising approach to generate proteolytically stable, orally active 
immunoregulatory agents. 
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identified compd. The compds . that inhibit undesired human CD4+ T-cell 
immune responses can be used to treat disease such as multiple sclerosis 
and to prevent graft rejection and graft vs. host disease. More 
specifically, compds. are disclosed having mol . wts. of approx. 400-1400 
that mimic three portions of the human CD4 lymphocyte cell surface 
antigen. The portions are residues 29-35, the C-C 1 loop of the Dl 
domain; residues 317-323, the C-C loop of the D4 domain; and residues 
346-353, and CDR3 or FG ridge of the D4 domain of the CD4 mol. Specific 
examples of such compds. include cyclic peptides and peptidomimetics . 
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